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Protocol N49-97-02-072:

A Study to Evaluate the Effect of Fluconazole and Ketoconazole on the Single Dose
Pharmacokinetic Profile of SC-58635 in Healthy Subjects

Study Dates: 6/3 - 10/30/97 NDA Volumes: 1.113-1.114. -
Investigator/
Study Site -
Study Design Single-blind, randomized, multiple dose, two period crossover
Formulations Celecoxib capsules, 200 mg (Phase 3 capsules, Lot # RCT 10493)

Fluconazole (Diflucan®) 200 mg tablets (Roerig/Lot 64P015A and
64P019A)
Ketoconazole (Nizoral®) 200 mg tablets (Janssen, Lot# 97AS60E)

‘Subject Characteristics
(Healthy)

No. of subjects Age (yr) Wt (kg Race
Fluconazole 27 (23M,4F) 29.1+6.1 73.2+10.3 1A, 5B, 19C, 2H
Ketoconazole 18 (15M, 3F) 27.1+7.4 76.0+9.0 4B, 13C, 1H

Note: Ten subjects withdrew from the fluconazole study.

Treatments
(fasted)

Group 1 (Fluconazole)
Day 1: celecoxib 200 mg (single dose)
Days 4-9:  flucorazole or placebo QD
Day 10: celecoxib 200 mg
+ fluconazole or placebo QD
Days 13-18: crossover treatment (placebo or fluconazole QD)
Day 19: celecoxib 200 mg
+ crossover treatment (placebo or fluconazole QD)

Group 2 (Ketoconazole)
Same design as Group 1 except that fluconazole was replaced by
ketoconazole.

Sampling Scheme

Blood samples
Celecoxib:
Days 1,10,19:0,0.5,1,1.5,2,2.5,3,4,6, 8, 10, 12, 16, 24, 36, 48, 72 hrs
Fluconazole/Ketoconazole:
Day 1: 0,1.5hrs
Days 7-9, 16-18: trough levels
Days 10, 19: 0,05,1,1.5,2,25,3,4,6, 8, 10, 12, 24, 36, 48, 72 hrs
Urine Samples
Day 0: 0-12 hrs prior to Day 1 dose
Days 1, 10, 19: 0-24, 24-48, 48-72 hrs postdose

Plasma Celecoxib:




Plasma SC-60613 & SC-62807.

Urine Celecoxib & SC-62817:

Plasma fluconazole or ketoconazole:

Adverse Events

Adverse events: mild to moderate in severity.
Withdrawl: all in fluconazole group: 8 for noncompliance; 2 for
adverse events (considered unrelated to the study drug).

Clinically relevant changes:
hematocrit (5 in fluconazole group; 2 in ketoconazle group)
hemoglobin (one each in fluconazole and ketoconazole groups)
These were attributed to study-related phlebotomy.

No clinically significant changes in physical examinations results.

APPEARS THIS WAY
ON ORIGINAL
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Protocol # N49-96-02-017:

The effect of SC-58635 on the methotrexate pharmacokinetic profile in subjeets with

rheumatoid arthritis

Study Dates: 3/30/96 - 4/14/96/96 NDA Volume: 1.105
Investigator/ -
Study Sitg
Study Design - Single-blind, randomized, multiple-dose, two-period crossover study
Formuiations, Celecoxib capsules, 200 mg (Lot # RCT 10039)

Methotrexate (per individual prescriptions)

Subject Characteristics
(Patients)

No. of subjects Age (yr) Wt (kg) Race
14F 51.9£10.1 69.0£11.1 9C, 3B, 2H
Note: Subjects had been on methotrexate 5-15 mg/week for at least 3
months to treat rheumatoid arthritis.

Treatment -

Celecoxib 200 mg BID or placebo BID for 7 days (13 doses)
Methotrexate on Days 0, 7 & 14 (fasted)

Sampling Scheme

Celecoxib: (blood samples)
Day 0: 0, 1.5 hrs
Days7& 14:  0,0.5,1,1.5,2,2.5,3,4,6,8, 12, 24 hrs

Methotrexate: (total and free)
Days 0,7 & 14: 0,0.5,1,1.5,2,2.5,3,4,6, 8, 12,24 hrs (blood)
Days 0, 7 & 14: 0-24 hrs (urine)

Assay

Celecoxib: (plasma samples)

Interference due vo concomitant medication (Plaquenil) in 7 subj.

Methotrexate: (plasma and urine samples)

(Free methotrexate concentrations not determined.)

Adverse Events

Severe adverse evetits: none

Mild events: relationship to the study medication uncertain.
Clinical lab, physical exam and vital signs: no clinically significant
changes '
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Protocol # N49-96-02-038:

An open label, randomized, multiple dose, three-way crossover study to assess the effect of
SC-58635 on the steady-state pharmacokinetic profile of lithium carbonate in healthy aduit

subjects .

Study Dates: 10/15 - 12/3/96 NDA Volume: 1.106 -
'Investigator/
Study Slte
5Study Desngn 7 Open-label, randomized, multiple dose, three-way crossover study
F ormulatlons o Celecoxib capsules, 200 mg (Lot # RCT 10251)

Lithium carbonate tablets, 450 mg (Eskalith CR, SKB Lot #3855J10)

Subject Characteristics | No. of subjects Age (yr) Wt (kg) Race
(Healthy) .~ 25(16M,9 F) 37.7£12.3 75.149.2 22C, 3H
o 24 completed.
Treatments A: lithium plus celecoxib; B: lithium alone; C: celecoxib alone
v Dosing days (3 periods): Days 1-7,9-15, and 17-23
(Dosing with 180 mL of water under fasted conditions on PK
sampling days)
Sampling Scheme Celecoxib: (blood samples)
R Day 4, 5, 6, 12, 13, 14, 20, 21 & 22: trough levels
Days 7,15,23:  0,0.5.1,2,3,4,6,8, 12 hrs
Lithium:
Blood samples
Days 4, 5, 6,12, 13, 14,20, 21 & 22: trough levels
Days 7,15,23:  0,05,1,2,3.4,6,8, 12 hrs
Urine samples
Days 7, 15,23 : -10t0 0, 0-4, 4-8, 8-12, 12-24 hrs
Assay Celecoxib: (plasma sampies)

Lithium:

(Free methotrexate concentrations not determined.)

Adverse Events

Lithium + celecoxib: 7 subjects (29%) Lithium alone: 10 subjects
(40%) celecoxib alone: 8 (33%) reported adverse events. All

adverse events were mild or moderate in severity.

132
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N49-97-16-038

Lithium Interaction PK Study
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Protocol N49-97-02-051:

Integrated Clinical and Statistical Report for the Effect of SC-58635 on the Single Dose
Pharmacokinetic Profile of Tolbutamide in Healthy Subjects.

Study Dates: 3/25-4/15/97

NDA Volumes: l.;1 12 _

Investigator/

Study Site

Study Design Single-blind, randomized, multiple dose, two-way crossover
,Fd'rgnulgt_ion:s_:_ Celecoxib capsules, 200 mg (Phase 3 capsules, Lot # RCT 10398)

Tolbutamide (Orinase®) 500 mg tablets (Pharmacia & Upjohn Lot#
RCT 10398)

.Subje@;t_iChﬁLraéteris}tics No. of subjects Age (yr) Wt (kg) Race
:(Hg?;lthy) : 16 (TM & 9F) 41.4+8.8 68.9+10.6 2B, 3C, 11H
;,;'I“reat»lrne.n‘,ts; - Day 0: Tolbutamide 1000 mg (fasted)

Days 2-7:
Day 8:

Celecoxib 200 mg or placebo BID
Tolbutamide 1000 mg
+ single dose of celecoxib or placebo (fasted)
Days 10-15: crossover treatement of celecoxib or placebo
Day 16: Tolbutamide 1000 mg
+ single dose of celecoxib or placebo (fasted)

Sampling Srclieme; ‘: ‘

Celecoxib: (blood samples)
Day 0: 0, 1.5 hrs
Days 8, 16:  0,0.5,1,1.5,2,2.5,3, 4,6, 8, 12, 24 hrs

Tolbutamide:
Blood samples

Days 0,8, 16: 0,0.5,1,1.5,2,3,4,6,8, 10, 12, 16, 24, 36,48 hrs
Urine samples

Days 0-2, 8-10, 16-18:  0-24, 24-48 hrs

Assay

Celecoxib: (plasma samples)

v - -

Tolbutamide:
Plasma:

Urine:

(Free methotrexate concentrations not determined.)

Adverse Events

Celecoxib coadministration: 5 (31%) subjects; mild in severity
Placebo coadministration: 4 (25%) subjects; mild in severity.

140
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Protocol N49-96-02-040:

An open label assessment of the pharmacokinetics and pharmacodynamics of warfarin in
the presence of steady-state levels of SC-586335 in healthy adult subjects

Study Dates: 2/14 - 3/19/97

NDA Volumes: 1.109

Investigator/
Study Site ) -
Study Design Single-center, open label, randomized, placebo-controlled, multiple
dose, parallel group study.
Celecoxib capsules, 200 mg (Lot # RCT 10369)

qumulatiops _

warfarin (Coumadin®) 2 mg tablets (lot number EKN472A)
5 mg tablets (lot number EKE277A)
1 mg tablets (supplied by the Investigator)

Subject Characteristics
" (Healthy) -

No. of subjects
24 (19M, 5F)

Age (yr) Wt (kg) Race

9B, 13C, 20

Treatments

Days -7 to -3: Subjects were titrated with respect to warfarin to target
PT value (1.2 to 1.7 times the pretreatment value)
Days -2 to 0: Subjects whoes PT value remained within the target
range while on stable warfarin dose were included.
Celecoxib 200 mg or placebo BID
+ warfarin (2-5 mg QD)

Days 1-7:

Sampling Scheme

Celecoxib: (blood samples)

Days 1-7: trough samples
Warfarin:
Blood samples (PK)
Days 1-7: trough samples
Days 0, 7: -0.50,-0.25,1,2,3,4, 6, 8, 12, 16, 24 hrs
PD samples:
Days -7 & 8:
Days -6 to -3:
Days -2 to 7:

-0.25 hrs
-0.25,4, 11 hrs
-0.25, 11 hrs

Assay

Celecoxib: (plasma samples)

Warfarin:
Plasma:

Adverse Events

Celecoxib coadministration: 5 (31%) subjects; mild in severity
Placebo coadministration: 4 (25%) subjects; mild in severity.
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v Protocol N49-96-02-039:
The Effect of SC-58635 on the Steady-State Pharmacokinetic and Pharmacodynamic
Profile of Glyburide in Subjects with Type II Non-Insulin Dependent Diabetes Mellitus

Study Dates: 12/3/96 - 3/26/97 NDA Volumes: 1.107-1.108_ ..
Investigator/ i o
Study Site '

Study Design Single-blind, randomized, multiple dose, two-way crossover 1
Formulations Celecoxib capsules, 200 mg (Phase 3, Lot # RCT 10252, 10386)
' : Placebo

- Glyburide (Dia$eta®) 5 mg tablets:

Hoechst Marion Roussel / Lot # 0520206 and 0520286
Site I: lot # RCT10252 and 0520206.
Site 2: lot# RCT10386 and 0520286.

| Subject Characteristics | Glyburide Dose No. of subjects Age (yr) Wt (kg) Race
(Patients) 5mg QD 10 (7TM; 3F) 8C, 1H, 10
10 mg BID 14 (9M; 5F) 1B, 4C, 9H
Note: All subjects were Type Il Diabetes Mellitus patients who had been
taking glyburide for at least 3 months. (21 completed the study.)

Treatments Days 0, 8-11: glyburide 5Smg QD or 10mg BID (with meal)
(fed) Days 1-7: glyburide 5Smg QD or 10mg BID
+ elecoxib 200 mg BID or placebo BID (with meal)
Days 12-18:  glyburide 5Smg QD or 10mg BID
+ crossover treatment (celecoxib or placebo) (with meal)
Note: All patients enrolled at Site 2 were on glyburide 10 mg BID and
did not receive the 2™ dose of celecoxib on Days 7 & 18.

' Sampling Scheme Celecoxib: (Blood samples)
Days 4-6, 15-17:  trough samples
Days 7, 18: 0,05,1,2,3,4,6, 8,12, 16, 18, 24 hrs postdose

Glvburide:
PK blood samples

Days 4-6, 15-17:  trough samples

Days 0, 7, 18: 0,05, 1,2,3,4,6,8,12,16, 18,24 hrs
Blood glucose and insulin

Davs 0: 0,0.5. 1, 1.5, 2 hrs postdose
Davs 7, 18: 0,05.1,2,3,4,6, 8, 12, 16, 24 hrs postdose
Fasting glucose. Days 3, 5, 14, 16 (for site monitoring only)

Fingerprick glucose: Days 0-1 8 (for site monitoring only)

Assay Celecoxib: (plasma samples)




Glyburia’é:

- - - . -

Blood Glucose: ????‘.;
Blood insulin: 29977 ’ -

Adverse Events Three subjects reported moderate adverse events: aggravated
hypertension, hypoglycemia and facial edema which were judged to
be unrelated to the study drug.

All other adverse events were mild in severity.

Three subjects were withdrawn from the study: two subjects were
due to protocol non-compliance and one subject taking placebo was

withdrawn from the study because his blood giucose dropped below
60 mg/dL.

APPEARS THIS wAY
ON ORIGINAL
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Protocol N49-97-02-050:

Effect of SC-58635 on the Single Dose Pharmacokinetic Profile of Diphenylhydantoin
(Phenytoin) in Healthy Subjects

NDA Volumes: 1.111 e

Study Dates: 1/23 - 2/16/97
Investigator/
Study Site - -
Study Design Single-blind, randomized, multiple dose, two-way crossover
Formulations Celecoxib capsules, 200 mg (Phase 3 capsules, Lot # RCT 10349)

Dilantin® Infatabs® 50 mg tablets (Parke-Davis)

Subject Characteristics | No. of subjects Age (yr) Wt (kg) Race
(Healthy) 17 (10M, 7F) 302+ 89 69.8 + 10.5 1B, 14C, iH, 10
Treatments Day 0: phenytoin 200 mg (single dose)
(fasted) Days 1-6: celecoxib 200 mg BID or placebo BID
Day 7: phenytoin 200 mg
+ celecoxib 200 mg or placebo (AM dose only)
Day 8-13: crossover treatment (placebo BID or celecoxib BID)
Days 14: phenytoin 200 mg
+crossover treatment (placebo or celecoxib; AM dose only)
Sampling Scheme Celecoxib: (blood samples)
Day 0: 0, 1.5 hrs
Days 7, 14: 0,05,1,15,2,2.5,3,4,6,8,12,24 hrs postdose
Phenytoin:
Blood. Days 0,7, 14:  0,05,1,1.5,2,2.5,3,4,6, 8, 12, 24 hr postdose
Urine. Days -1: 0-12 hr pre-dose
Days 0, 1,6, 7, 8,13, 14, 15: 0-24, 24-48 hrs postdose
Assay Celecoxib: (plasma samples)

Phenytoin:

Urine phenytoin and parc-zhydroxyl metabolite in plasma and urine:

Adverse Events

Withdraw!: 1 subject (pre-existing violation)
Moderate adverse events: amnesia and moderate impaired
concentration (one subject): all other adverse events were mild.




